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AB The invention provides a rapid, sensitive immunoassay capable of detecting 
and quantitating pathogenic protein to a level of 3 to 5 logs. The 
preferred immunoassay utilized is a chemiluminescent endpoint for a 
Western blot immunoassay. The invention has been successfully applied to 
track the clearance of pathogenic protein during production of proteins 
derived from plasma. It is particularly applicable and has been confirmed 
by bioassay to relate TSE infectivity to quant, results on prion 
protein. 
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protein from plasma -derived therapeutic proteins. 
AU Hartwell, Randal C. ; Nelson, Mark S.; Kislan, Michele M.; Stenland, 

Christopher J.; Miller, Jeanette L. C. ; Pifat, Dominique Y. ; Petteway, 

Stephen R. Jr; Cai, Kang [Reprint Author] 
CS Bayer Healthcare, Dept Pre Clin Res and Pathogen Safety, Div Biol Prod,' 85 

TW Alexander Dr, Res Triangle Pk, NC 27709 USA 

kang . ca i . b@bayer . com 
SO Journal of Virological Methods, {MAY 05) Vol. 125, No. 2, pp. 187-193. . 
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AB Specific detection of the pathogenic prion protein, PrPSc, is 
essential for determining the prion clearance capacity of 
purification processes for therapeutic proteins. Use of a previously 
described indirect (two -antibody) Western blot assay sometimes resulted in 
the appearance of non-specific protein bands that interfered with the 
detection of .small amounts of PrPSc-specif ic signal, limiting the amount 
of clearance that could be determined for steps so affected. It is shown 
that these non-specific signals are due to the interaction between 
immunoglobulin fragments in the sample and the secondary antibody used in 
the assay. .To circumvent this problem, a direct Western blot assay using 
• a prion-specif ic primary antibody conjugated to the reporter 
enzyme alkaline phosphatase was developed. Application of the direct 
Western blot assay resulted in a significant reduction of non-specific 
signal while retaining the detection sensitivity for PrPSc-specif ic 
signal. Therefore, the direct Western blot assay format is an improved 
tool for determining prion clearance capacity, particularly for 
immunoglobul in-rich samples, (c) 2005 Elsevier B.V. All rights reserved. 
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Detection, inactivat ion, and removal of pathogens. 
AU Cai/ Kang [Reprint Author]; Gierman, Todd M.; Hotta, JoAnn; 

Stenland, Christopher J.; Lee, Douglas C; Pifat, Dominique Y.; Petteway, 

Steve R. Jr. 

CS Bayer Healthcare LLC, Dept Preclin Res and Pathogen Safety, 85 TW 


Alexander Dr, Res Triangle Pk, NC 27709 USA 

kang . ca i . b@bayer . com 
SO BioDrugs, (05) Vol. 19, No. 2, pp. 79-96. 

ISSN: 1173-8804. 
DT Article 
LA English 

ED Entered STN: 8 Jul 2005 

Last Updated on STN: 8 Jul 2005 

AB Human plasma -derived proteins, such as immunoglobulins, coagulation 

factors, alpha (1) -antitrypsin, fibrin sealants, and albumin, are widely 
used as therapeutics for many serious and life-threatening medical 
conditions. The human origin of these proteins ensures excellent efficacy 
and compatibility but may also introduce the risk of unintentional disease 
transmission. Historically, only viruses, particularly hepatitis and HIV, 
have posed serious threats to the safety of these therapeutics. 
Fortunately, between 1970 and 1990, the molecular biology of each of the 
major viruses was elucidated. These advances led to the development and 
implementation of effective donor screening tests, mainly based on 
immunoassays and nucleic acid testing, which resulted in a significant 
reduction of disease transmission risk. In addition, viral inactivation 
and removal steps were implemented and validated by manufacturers, further 
reducing the risk associated with known, as well as unidentified, viruses. 
Since the late 1990s, a different class of transmissible agent, referred 
to as prions, has been identified as a new risk for disease 
transmission. However, prion diseases are very rare, and 
prion transmission through plasma-derived proteins has not been 
reported to date. The prion-related risk is minimized by 
deferring donors with certain key risk factors, and by the manufacturing 
processes that are capable of removing prions. Advances in 
science and pathogen safety-related technology, compliance with good 
manufacturing practices by manufacturers, and increasingly stringent 
regulatory oversight, has meant that plasma-derived proteins have been 
developed into today's highly effective therapeutics with very low risk of 
disease transmission. 
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AB The misfolded isoform of the prion protein (PrPSc) possesses 

many unusual physiochemical properties. Previously, we and others 
reported on the differential partitioning of PrPSc from plasma derived 
therapeutic proteins during their purification processes. To understand 
the driving force behind these partitioning differences, we investigated 
the effects of various solvent conditions on the precipitation of PrPSc. 
In a physiological buffer, PrPSc remained in the supernatant after low 
speed centrifugation. At pH 5, PrPSc precipitation was nearly complete 
regardless of the salt content. PrPSc could also be precipitated at pH 8 
by adding ethanol, but this precipitation was salt dependent. Based on 
these observations, an empirical mathematical model was constructed in 
which the PrPSc precipitation trends were fully described as a function of 
solvent pH, salt, and ethanol concentration. This model consistently 
predicted PrPSc partitioning during cold ethanol precipitation steps used 


in plasma protein purification processes, as shown by experimentally 
determined distributions of PrPSc and transmissible spongiform 
encephalopathy (TSE) infectivity. These results indicate that pH, salt, 
and ethanol content are the major solvent factors determining the 
precipitation of the infectious PrPSc in these processes and may provide a 
useful tool for assessing the differential partitioning of PrPSc in a 
given solvent environment . 
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AB Recent work with animal models (Rohwer et al . , Houston et al.) 

demonstrated the presence of transmissible spongiform encephalopathy (TSE) 
infectivity in rodent and ovine blood. Transmission of TSE infectivity by 
human blood or blood components has not been established, but remains a 
theoretical risk. TSE agents are resistant to standard methods of 
pathogen inactivation. Current methods that can reduce TSE infectivity 
titers (e.g., treatment with strong base or autoclaving) destroy the 
biological activity of therapeutic proteins. Thus, increasing the margin 
of safety for biologicals regarding TSE transmission relies heavily on 
clearance methods. The initial filtration steps employed in the 
manufacture of a new intravenous immune globulin produced by caprylate 
virus inactivation and column chromatography, IGIV-C, were evaluated for 
their ability to remove spiked TSE infectivity and the pathogenic 
prion protein. The bench scale model was characterized by 
biochemical . analysis found to operate similarly to the larger scale 
process. Resuspended II + III paste, the starting material for the 
production of IGIV-C, was spiked with 1% final concentration hamster 
scrapie brain homogenate and the filtration steps were performed. The 
input and output fractions were evaluated for PrPSc content by Western 
blot and TSE infectivity by animal bioassay. More than 10 logs of TSE 
infectivity removal was demonstrated during the filtration steps. 
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AB BACKGROUND: Experimental evidence from rodent models indicates that blood 
can contain transmissible spongiform encephalopathy (TSE) infectivity, 
which suggests a potential risk for TSE transmission via proteins isolated 
from human plasma. Because methods that can reduce TSE infect ivity 
typically are detrimental to protein function, infectivity must be removed 
to ensure the safety of these therapeutic proteins. Animal bioassays are 
conventionally used to detect infectivity, but the pathogenic form of the 
prion protein (PrPSc) can serve as a marker for TSE infectivity. 
STUDY DESIGN AND METHODS: Seven plasma protein-purif icat ion steps were 
performed after the plasma intermediates were spiked with TSE-infected 
material. Resulting fractions were analyzed for PrPSc by using a Western 
blot assay and for TSE infectivity by using an animal bioassay. Western 
• blots were quant itated by an endpoint dilution analysis, and infectivity 
titers were calculated by the Spearman- Karber method. RESULTS: PrPSc 
partitioning paralleled TSE infectivity partitioning, regardless of the 
nature of the protein-purification step. The detection ranges for PrPSc 
and infectivity were 0 to 5.3 log and 1.1 to 8.9 log median infectious 
dose per unit, respectively. Clearance of PrPSc and infectivity ranged 
from 1.0 to 6.0 log. CONCLUSION: Purification steps for isolating 
therapeutic proteins from human plasma showed the removal of both PrPSc 
and TSE infectivity. PrPSc partitioning coincided with infectivity 
partitioning, which showed a close relationship between PrPSc and TSE 
infectivity. By exploiting this association, the in vitro Western blot 
assay for PrPSc was valuable for estimating the partitioning of TSE 
infectivity during plasma protein purification. 
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AB Determining the risk of transmissible spongiform encephalopathy (TSE) 

transmission by blood or plasma-derived products requires sensitive and 
specific assays for the detection of either infectivity or a reliable 
marker for infectivity. To this end, a Western blot assay that is both 
sensitive and reproducible for the detection of PrPRES,. a marker for TSE 
infectivity, was developed. Using the 263K strain of TSE as a model 
system, the Western blot assay proved to be sensitive, specific and 
quantitative over a 3-4 log dynamic range. Compared to the rodent 
bioassay, the assay was shown to detect PrPRES down to apprx 103.4 lU/ml, 
which is apprx 5-10 pg of PrP or apprx 10-20 ng brain equivalents. The 
Western blot was applied to monitor the partitioning of spiked PrPSc 
through three plasma fractionation steps, cryoprecipitation, fraction I 
and fraction III, that are common to the purification of several human 
plasma-derived therapeutic products including albumin and immunoglobulins. 
The results from these studies demonstrated 1 log, 1 log and 4 logs of 
PrPSc partitioning away from the effluent fraction for the 
cryoprecipitation, fraction I and fraction III steps, respectively. 
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AB Experimental evidence from rodent models indicates that blood can contain 
transmissible spongiform encephalopathy (TSE) infectivity (Brown et al . 
Transfusion 1998, 38:810-816), suggesting a potential risk for TSE 
transmission via proteins isolated from human plasma. Since methods that 
can reduce TSE infectivity are typically detrimental to protein function, 
infectivity must be removed to ensure the safety of these therapeutic 
proteins. Conventionally, the animal bioassay is used to detect 
infectivity; however, 7-12 months are required to complete a bioassay and 
it is not conducive to performing experimental replicates. The pathogenic 
form of the prion protein (PrPSc) can serve as a marker for TSE 
infectivity; therefore, we exploited this relationship and used a 
sensitive and robust Western blot assay to track PrPSc, and therefore 
infectivity, during the purification of plasma proteins. Several plasma 
protein purification steps used during the manufacture of factor VIII, 
immunoglobulins, alphal-proteinase inhibitor, ant i- thrombin, and albumin 
were performed on a miniaturized scale after spiking the appropriate, 
starting materials with a TSE-infected reagent. Resulting fractions were 
analyzed for PrPSc using a Western blot assay and for TSE infectivity 
using an animal bioassay. The detection ranges for PrPSc and infectivity 
were 0-5.3 logs and 1.1-8.9 log ID50 units, respectively. Clearance of 
PrPSc and infectivity ranged from 1.0 to 6.0 logs depending on the 
particular purification step. PrPSc partitioning paralleled TSE 
infectivity regardless of the nature of the protein purification step, 
demonstrating the close relationship between PrPSc and TSE infectivity. 
By exploiting this association, the in vitro Western blot assay for PrPSc 
was valuable for estimating partitioning of TSE infectivity during plasma 
protein purification and for demonstrating the ability of these processes 
to reduce the risk of TSE transmission through blood protein products. 
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AB The invention provides a rapid, sensitive immunoassay capable of detecting 
and quant ita ting pathogenic protein to a level of 3 to 5 logs. The 
preferred immunoassay utilized is a chemi luminescent endpoint for a 
Western blot immunoassay. The invention has been successfully applied to 
track the clearance of pathogenic protein during production of proteins 
derived from plasma. It is particularly applicable and has been confirmed 
by bioassay to relate TSE infectivity to quant, results on prion 
protein. 
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AB A method of preparing a solution containing biol . material by adding a fumed metal 
oxide and/or particulate silicon dioxide to biol. material to obtain a 
mixture of fumed metal oxide and/or particulate silicon dioxide and the 
biol. material; and separating the fumed metal oxide and/or particulate silicon 
dioxide from the mixture to form a resulting solution, wherein any pathogenic 
prion proteins possibly contaminating the biol. material are 
substantially reduced in the resulting solution PrPSc was removed during a 
plasminogen purification process using CAB-O-SIL M-5P silica. Following three 
hours of mixing, the material was filtered and the filtrate was analyzed 
by Western blot for PrP content. The CAB-O-SIL removed prion 
protein with minimal effect on the desired protein components. 
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AB A method of sanitizing chromatog. media is provided. The method includes 

contacting the media with an acidic chaotropic agent, at low temperature and low 
pH. The method provides pathogen removal and/or inactivation, including 
viral inactivation in particular embodiments. 
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An improved Western blot assay to assess the clearance of prion 
protein from plasma -derived therapeutic proteins. 
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AB Specific detection of the pathogenic prion protein, PrPSc, is 
essential for determining the prion clearance capacity of 
purification processes for therapeutic proteins. Use of a previously 
described indirect (two-antibody) Western blot assay sometimes resulted in 
the appearance of non-specific protein bands that interfered with the 
detection of small amounts of PrPSc- specific signal, limiting the amount 
of clearance that could be determined for steps so affected. It is shown 
that these non-specific signals are due to the interaction between 
immunoglobulin fragments in the sample and the secondary antibody used in 
the assay. To circumvent this problem, a direct Western blot assay using 
a prion-specif ic primary antibody conjugated to the reporter 
enzyme alkaline phosphatase was developed. Application of the direct 
Western blot assay resulted in a significant reduction of non-specific 
signal while retaining the detection sensitivity for PrPSc-specif ic 
signal. Therefore, the direct Western blot assay format is an improved 
tool for determining prion clearance capacity, particularly for 
immunoglobul in-rich samples, (c) 2005 Elsevier B.V. All rights reserved. 
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AB Human plasma-derived proteins, such as immunoglobulins, coagulation 

factors, alpha (1) -antitrypsin, fibrin sealants, and albumin, are widely 
used as therapeutics for many serious and life- threatening medical 
conditions. The human origin of these proteins ensures excellent efficacy 
and compatibility but may also introduce the risk of unintentional disease 
transmission. Historically, only viruses, particularly hepatitis and HIV, 
have posed serious threats to the safety of these therapeutics. 
Fortunately, between 1970 and 1990, the molecular biology of each of the 
major viruses was elucidated. These advances led to the development and 
implementation of effective donor screening tests, mainly based on 
immunoassays and nucleic acid testing, which resulted in a significant 
reduction of disease transmission risk. In addition, viral inactivation 
and removal steps were implemented and validated by manufacturers, further 
reducing the risk associated with known, as well as unidentified, viruses. 
Since the late 1990s, a different class of transmissible agent, referred 
to as prions, has been identified as a new risk for disease 
transmission. However, prion diseases are very rare, and 
prion transmission through plasma -derived proteins has not been 
reported to date. The prion-related risk is minimized by 
deferring donors with certain key risk factors, and by the manufacturing 
processes that are capable of removing prions. Advances in 
science and pathogen safety-related technology, compliance with good 
manufacturing practices by manufacturers, and increasingly stringent 
regulatory oversight, has meant that plasma-derived proteins have been 
developed into today's highly effective therapeutics with very low risk of 
disease transmission. 
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AB Disclosed is both a process for producing a reversibly inactive 

acidified plasmin by activating plasminogen and a process for producing 
a purified plasminogen. The produced plasmin is isolated and stored with 
a low pH-buffering capacity agent to provide a substantially stable 
formulation. The purified plasminogen is typically purified from a 
fraction obtained in the separation of immunoglobulin from Fraction 
II+III chromatographic process and eluted at a low pH. The reversibly 
inactive acidified plasmin may be used in the administration of a 
thrombolytic therapy. 
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AB Disclosed is. a method for separating prions from biological 

materials. The method includes adding a polyalkylene glycol, such as 
polyethylene glycol, to a solution of the biological material such that a 
precipitate containing the prion is formed. This precipitate is 
then separated from the solution of biological material, thereby removing 
prions. Biological materials include biologically derived fluids, 
such as cerebrospinal fluid, biological samples, such as brain 
homogenates, blood plasma fractions, and aqueous solutions of 
recombinantly produced products. The disclosed method provides an 
effective process for the removal of these infectious materials from the 


biological materials, which may be further processed to provide the 
therapeutic compositions. 
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AB BACKGROUND: Therapeutic proteins derived from human plasma and other 

biologic sources have demonstrated an excellent safety record relative to 
the potential threat of transmissible spongiform encephalopathy (TSE) 
transmission. Previously, hamster-adapted scrapie was used as' a model 
agent to assess TSE clearance in purification steps leading to the 
isolation of biopharmaceutical proteins. The current study investigated 
the validity of hamster scrapie as a model for human TSE clearance 
studies. The partitioning of the pathogenic forms of the prion 
protein associated with human variant CJD (PrPvCJD) , human sporadic CJD 
(PrPsCJD) and Gerstmann-Straussler-Scheinker (PrPGSS) syndrome was 
compared to the partitioning of hamster scrapie (PrPSc) in three plasma 
protein purification steps. Sheep scrapie (PrPSc) was similarly 
evaluated, STUDY DESIGN AND METHODS: The starting materials for three 
plasma protein purification steps, cryoseparation, 3 percent PEG 
separation, and 11.5 percent PEG separation, were spiked with brain 
homogenates containing human PrPvCJD, human PrPsCJD, human PrPGSS, sheep 
PrPSc, and hamster 263K PrPSc, The partitioning of the pathogenic form of 
the PrP was analyzed- RESULTS: Clearance of the pathogenic form of the 
PrP was measured relative to the effluent fraction. Regardless of the 
source of the pathogenic prion, clearance was similar to hamster 
PrPSc. A nominal amount of clearance (approx. , 1 log), an intermediate 
amount of clearance (approx., 2 log), and a substantial amount of 
clearance (gtoreq3 log) were observed for the cryoseparation, 3 percent 
PEG separation, and 11.5 percent PEG separation steps, respectively. In 
the latter step, no PrP was detected in the effluents. CONCLUSIONS: These 
data demonstrate that human prions, including vCJD 
prions, can be removed during the purification of human 
therapeutic proteins and indicate that partitioning of human 
prions is similar to that observed in the hamster scrapie model. 
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AB The mis folded isoform of the prion protein (PrPSc) possesses 

many unusual physiochemical properties. Previously, we and others 
reported on the differential partitioning of PrPSc from plasma derived 
therapeutic proteins during their purification processes. To understand 
the driving force behind these partitioning differences, we investigated 
the effects of various solvent conditions on the precipitation of PrPSc. 
In a physiological buffer, PrPSc remained in the supernatant after low 
speed cent rifugat ion. At pH 5, PrPSc precipitation was nearly complete 
regardless of the salt content. PrPSc could also be precipitated at pH 8 
by adding ethanol, but this precipitation was salt dependent. Based on 
these observations, an empirical mathematical model was constructed in 
which the PrPSc precipitation trends were fully described as a function of 
solvent pH, salt, and ethanol concentration. This model consistently 
predicted PrPSc partitioning during cold ethanol precipitation steps used 
in plasma protein purification processes, as shown by experimentally 
determined distributions of PrPSc and transmissible spongiform 
encephalopathy (TSE) infectivity. These results indicate that pH, salt, 
and ethanol content are the major solvent factors determining the 
precipitation of the infectious PrPSc in these processes and may provide a 
useful tool for assessing the differential partitioning of PrPSc in a 
given solvent environment. 
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AB Disclosed is a method for separating prions from biol . materials. 

The method includes adding a polyalkylene glycol, such as polyethylene 

glycol, to a solution of the biol. material such that a precipitate containing the 

prion is formed. This precipitate is then separated from the solution of biol. 

material, thereby removing prions- Biol. materials include 

biol. derived fluids, such as cerebrospinal fluid, biol. samples, such as 

brain homogenates, blood plasma fractions, and aqueous solns . of recombinantly 

produced products. The disclosed method provides an effective process for 

the removal of these infectious materials from the biol. materials, which 

may be further processed to provide the therapeutic compns . 
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AB Disclosed is both a process for producing a reversibly inactivated 

acidified plasmin by activating plasminogen and a process for producing a 
purified plasminogen. The produced plasmin is isolated and stored with a 
low pH-buffering capacity agent to provide a substantially stable 
formulation. The purified plasminogen is typically purified from a 
fraction obtained in the separation of Ig from Fraction II + III chromatog. 


process and eluded at a low pH. The reversibly inactivated acidified 
plasmin may be used in the administration of a thrombolytic therapy. 
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AB BACKGROUND: Experimental evidence from rodent models indicates that blood 
can contain transmissible spongiform encephalopathy (TSE) infectivity, 
which suggests a potential risk for TSE transmission via proteins isolated 
from human plasma. Because methods that can reduce TSE infectivity 
typically are detrimental to protein function, infectivity must be removed 
to ensure the safety of these therapeutic proteins. Animal bioassays are 
conventionally used to detect infectivity, but the pathogenic form of the 
prion protein (PrPSc) can serve as a marker for TSE infectivity. 
STUDY DESIGN AND METHODS: Seven plasma protein-purification steps were 
performed after the plasma intermediates were spiked with TSE- infected 
material. Resulting fractions were analyzed for PrPSc by using a Western 
blot assay and for TSE infectivity by using an animal bioassay. Western 
blots were quant itated by an endpoint dilution analysis, and infectivity 
titers were calculated by the Spearman- Karber method. RESULTS: PrPSc 
partitioning paralleled TSE infectivity partitioning, regardless of the 
nature of the protein-purification step. The detection ranges for PrPSc 
and infectivity were 0 to 5.3 log and 1.1 to 8.9 log median infectious 
dose per unit, respectively. Clearance of PrPSc and infectivity ranged 
from 1.0 to 6.0 log. CONCLUSION: Purification steps for isolating 
therapeutic proteins from human plasma showed the removal of both PrPSc 
and TSE infectivity, PrPSc partitioning coincided with infectivity 
partitioning, which showed a close relationship between PrPSc and TSE 
infectivity. By exploiting this association, the in vitro Western blot 
assay for PrPSc was valuable for estimating the partitioning of TSE 
infectivity during plasma protein purification. 

L4 ANSWER 14 OF 17 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on 

STN DUPLICATE 10 

AN 2000:91700 BIOSIS 
DN PREV200000091700 

TI Monitoring plasma processing steps with a sensitive Western blot assay for 

the detection of the prion protein. 
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print . 
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DT Article 
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ED Entered STN: 10 Mar 2000 
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AB Determining the risk of transmissible spongiform encephalopathy (TSE) 

transmission by blood or plasma-derived products requires sensitive and 
specific assays for the detection of either infectivity or a reliable 
marker for infectivity. To this end, a Western blot assay that is both 
sensitive and reproducible for the detection of PrPRES, a marker for TSE 
infectivity, was developed. Using the 263K strain of TSE as a model 
system, the Western blot assay proved to be sensitive, specific and 
quantitative over a 3-4 log dynamic range. Compared to the rodent 
bioassay, the assay was shown to detect PrPRES down to apprx 103.4 lU/ml, 
which is apprx 5-10 pg of PrP or apprx 10-20 ng brain equivalents. The 
Western blot was applied to monitor the partitioning of spiked PrPSc 
through three plasma fractionation steps, cryoprecipitation, fraction I 
and fraction III, that are common to the purification of several human 
plasma-derived therapeutic products including albumin and immunoglobulins. 
The results from these studies demonstrated 1 log, 1 log and 4 logs of 
PrPSc partitioning away from the effluent fraction for the 
cryoprecipitation, fraction I and fraction III steps, respectively. 
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Fournel, Michael [Reprint author] ; Gilligan, Kevin J. [Reprint author] ; 

Hartwell, Randal C. [Reprint author]; Petteway, Stephen R., Jr. [Reprint 

author] ; Stenland, Christopher J* [Reprint author] ; Terry, 

Jarrett C. [Reprint author] ; Lee, Douglas C. [Reprint author] 
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Triangle Park, NC, USA 
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AB Experimental evidence from rodent models indicates that blood can contain 
transmissible spongiform encephalopathy (TSE) infectivity (Brown et al . 
Transfusion 1998, 38:810-816), suggesting a potential risk for TSE 
transmission via proteins isolated from human plasma. Since methods that 
can reduce TSE infectivity are typically detrimental to protein function, 
infectivity must be removed to ensure the safety of these therapeutic 
proteins. Conventionally, the animal bioassay is used to detect 
infectivity; however, 7-12 months are required to complete a bioassay and 
it is not conducive to performing experimental replicates. The pathogenic 
form of the prion protein (PrPSc) can serve as a marker for TSE 
infectivity; therefore, we exploited this relationship and used a 
sensitive and robust Western blot assay to track PrPSc, and therefore 
infectivity, during the purification of plasma proteins. Several plasma 
protein purification steps used during the manufacture of factor VIII, 
immunoglobulins, alphal -proteinase inhibitor, ant i- thrombin, and albumin 
were performed on a miniaturized scale after spiking the appropriate, 
starting materials with a TSE-infected reagent. Resulting fractions were 
analyzed for PrPSc using a Western blot assay and for TSE infectivity 
using an animal bioassay. The detection ranges for PrPSc and infectivity 
were 0-5.3 logs and 1.1-8.9 log ID50 units, respectively. Clearance of 
PrPSc and infectivity ranged from 1.0 to 6.0 logs depending on the 
particular purification step. PrPSc partitioning paralleled TSE 


infectivity regardless of the nature of the protein purification step, 
demonstrating the close relationship between PrPSc and TSE infectivity. 
By exploiting this association, the in vitro Western blot assay for PrPSc 
was valuable for estimating partitioning of TSE infectivity during plasma 
protein purification and for demonstrating the ability of these processes 
to reduce the risk of TSE transmission through blood protein products. 
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AB Background: Peptides derived from three of four putative u-helical regions 
of the prion protein (PrP) form amyloid in solution. These 
peptides serve as models for amyloidogenesis and for understanding the 
alpha helix fwdarw beta strand conformational change that is responsible 
for the development of disease. Kinetic studies of amyloid formation 
usually rely on the detection of fibrils. No study has yet explored the 
rate of monomer peptide uptake or the presence of nonf ibrillar , 
intermediate species. We present a new electron spin resonance (ESR) 
method for probing the kinetics of amyloid formation, A. spin label was 
covalently attached to a highly amyloidogenic peptide and kinetic trials 
were monitored by ESR. Results: Electron microscopy shows that the 
spin-labeled peptide forms amyloid, and ESR reveals the kinetic decay of 
free peptide monomer during amyloid formation. The combination of 
electron microscopy and ESR suggests that there are three kinetically 
relevant species: monomer peptide, amyloid and amorphous aggregate 
(peptide aggregates devoid of fibrils or other structures with long-range 
order) . A rather surprising result is that amyloid formation requires the 
presence of this amorphous aggregate. This is particularly interesting 
because PrP-Sc, the form of PrP associated with scrapie, is often found as 
an aggregate and amyloid formation is not a necessary component of 
prion replication or pathogenesis. Conclusions: Kinetic analysis 
of the time -dependent data suggests a model whereby the amorphous 
aggregate has a previously unsuspected dual role: it releases monomer into 
solution and also provides initiation sites for fibril growth. These 
findings suggest that the beta-sheet-rich PrP-Sc may be stabilized by 
aggregation, 
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TI Rapid method of determining clearance of prion protein 
IN Cai, Kang, Chapel Hill, NC, UNITED STATES 

Stenland, Christopher J., Cary, NC, UNITED STATES 
PI US 2005089943 Al 20050428 

AI US 2003-693734 Al 20031023 (10) 

DT Utility 
FS APPLICATION 

LREP WOMBLE CARLYLE SANDRIDGE & RICE, PLLC, P.O. BOX 7037, ATLANTA, GA, 
30357-0037, US 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a rapid, sensitive immunoassay capable 

of detecting and quantitating pathogenic protein to a level of 3 to 5 
logs. The preferred immunoassay utilized is a chemiluminescent 
endpoint for a Western blot immunoassay. 

The invention has been successfully applied to track the clearance of 
pathogenic protein during production of proteins derived from plasma. It 
is particularly applicable and has been confirmed by bioassay to relate 
TSE infect ivity to quantitative results on prion 
protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel PrP protein, and nucleic acids 

encoding this protein, where the PrP protein is characterized in vivo by 
1) incomplete glycosylation relative to glycosylation of wild-type 
PrP. sup. C and 2) proper cellular localization, i.e. an ability to be 


transported to the cell surface. This novel, iinder-glycosylated PrP, 
unlike its normal cellular counterpart, can easily be converted into a 
protease-resistant isoform by incubation with infectious prions 
. The invention further provides systems for the study of prion 
disorders and methods of using these systems, e.g. the study of the 
mechanical processes in progression of prion-mediated disease 
or the identification of new therapeutic agents for treatment of 
prion-mediated disorders. In such systems, protease-resistant 
under-glycosqvated PrP is generated de novo and can be detected by 
standard immunoblot techniques . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Prion protein binding materials and methods for using the 

binding materials to detect or remove a prion protein from a 
sample, such as a biological fluid or an environmental sample. The 
binding materials are capable of binding to one or more forms of 
prion protein including cellular prion protein (PrPc) , 
infectious prion protein (PrPsc) , recombinant prion 
protein (PrPr) , and proteinase resistant prion protein 
. (PrPres) . Prions from various species, including humans and 
hamsters, are bound by the binding materials. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Ligands that bind to prion proteins and methods for using the 
ligands for detecting or removing a prion protein from a 
sample, such as a biological fluid or an environmental sample. The 
ligands are capable of binding to one or more forms of prion 
protein including cellular prion protein (PrPc) , infectious 
prion protein (PrPsc) , and recombinant prion protein 
(PrPr) . Prions from various species, including humans and 


hamsters, are bound by the ligands. Also provided is a method of 
treating or retarding the development of a prion-associated 

pathology in a subject 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In the present invention, we described the use of anti-DNA antibody for 

the detection of prions and diagnosis of Transmissible 
Spongiform Encephalopathies (TSE) diseases in animals and 
humans . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP.sup.Sc is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to pyridylpyrimidine derivatives of the 
general formula (I): ##STR1## 

wherein R represents hydrogen or methyl and Z represents nitrogen 
containing functional groups, the use of the pyridylpyrimidine 
derivatives as pharmaceutical ly active agents, especially for the 
prophylaxis and/or treatment of prion infections and 
_ prion diseases, as well as compositions containing at least one 

pyridylpyrimidine derivative and/or pharmaceutically acceptable salt 

thereof. Furthermore, the present invention is directed to methods for 

preventing and/or treating prion infections and prion 

diseases using said pyridylpyrimidine derivatives. Human cellular 

protein kinases, phosphatases and cellular signal transduction molecules 

are disclosed as targets for detecting, preventing and/or treating 

prion infections and diseases, especially BSE, vCJD, or CJD 

which can be inhibited by the inventive pyridylpyrimidine derivatives. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for detecting one or more pathogenic prion proteins 

in a sample, which can be of a body fluid of human or animal origin, and 

which contains a PrP protein that assumes a natural, nonpathogenic 

conformation, PrP. sup. C, and a pathogenic conformation, termed 

PrP. sup- Sc, is described. The method can comprise: providing a sample 

suspected of containing the pathogenic form of at least one 

prion protein; exposing the sample to a chemical agent under 

conditions where the chemical agent and the prion protein or 

proteins react to form at least one covalent bond involving the 

prion protein or proteins; and mass-spectroscopically analyzing 

the resulting prion protein or proteins to detect the presence 

of the pathogenic form of the prion protein or proteins; 

wherein at least one additional peak is observed in the mass spectrum 

when the pathogenic form of a prion protein is present. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Antibodies for specifically detecting pathogenic prions of 

human origin, and methods for detecting pathogenic prions, are 

described. In particular, a conformation-dependent immunoassay 

method for detecting pathogenic prion proteins in a sample of 

a body fluid, containing a PrP protein, which contains a first, natural, 

non-pathological conformation, i.e. PrP. sup. c, and a second, 

pathological conformation, i.e. PrP. sup. Sc, is described, in which 

method the prion proteins differ in their binding affinity for 

mono.clonal antibodies which bind specifically to prion 

proteins of human origin, with the detection method comprising the 

following steps : 

a) adding one of the abovementioned monoclonal antibodies, 

which is fixed to a solid support and which exhibits a higher affinity 

for the first prion protein conformation, to the first portion 

of the sample, and determining this first concentration; 


b) treating the second portion of the sample in order to increase the 
binding affinity of the second conformation of the prion 

protein for the monoclonal antibody; 

c) adding the monoclonal antibody to the treated second 

portion of the sample to be investigated, in order to determine the 
second concentration; 

d) comparing the first prion protein concentration with the 
second prion protein concentration in order to ascertain the 
presence of the pathogenic prion protein conformation. 
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TI Methods for detection of prion protein as an indication of 

transmissible spongiform encephalophathies 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) , including 
preclinical detection of infected live animals, and postmortem detection 
methods, are described. In one aspect, the invention is directed to a 
non-invasive diagnostic assay using third eyelid-associated lymphoid 
tissue. In another aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of PrP-Sc protein in fixed or frozen treated tissue. 
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TI Assay for disease related conformation of a protein and isolating same 
IN Prusiner, Stanley B., San Francisco, CA, UNITED STATES 

Safar, Jiri G., Walnut Creek, CA, UNITED STATES 
PI US 2002123072 AI 20020905 

US 6677125 B2 20040113 

AI US 2002-47431 AI 20020114 (10) 

RLI Continuation of Ser. No. US 2001-754443, filed on 3 Jan 2001, PENDING 
Continuation of Ser. No. US 1998-169574, filed on 9 Oct 1998, GRANTED, 
Pat. No. US 6214565 Continuation of Ser. No. US 1998-26967, filed on 20 
Feb 1998, GRANTED, Pat. No. US 5977324 

DT Utility 

FS APPLICATION 

LREP BOZICEVIC, FIELD & FRANCIS LLP, 200 MIDDLEFIELD RD, SUITE 200, MENLO 

PARK, CA, 94025 
CLMN Number of Claims: 27 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 1643 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. . 

AB An assay method is disclosed which isolates and detects the presence of 


a disease related conformation of a protein (e.g., PrP. sup. Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP. sup. C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP. sup. Sc) and the occurrence of binding provides and 
indication that PrP. sup. Sc is present. Alternatively the PrP. sup. Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP. sup. Sc is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP. sup. Sc in 
the sample. In another embodiment, PrP. sup. Sc and PrP. sup. C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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TI Models of prion disease 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel PrP protein, and nucleic acids 

encoding this protein, where the PrP protein is characterized in vivo by 
1) incomplete glycosylation relative to glycosylat ion of wild-type 
PrP. sup. C and 2) proper cellular localization, i.e. an ability to be 
transported to the cell surface. This novel, \ander-glycosylated PrP, 
unlike its normal cellular counterpart, can easily be converted into a 
protease-resistant isoform by incubation with infectious prions 
. The invention further provides systems for the study of prion 
disorders and methods of using these systems, e.g. the study of the 
mechanical processes in progression of pr ion-mediated disease 
or the identification of new therapeutic agents for treatment of 
prion-mediated disorders. In such systems, protease-resistant 
under-glycosylated PrP is generated de novo and can be detected by 
standard immunoblot techniques . 
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TI Assay for specific strains of multiple disease related conformations of 
a protein 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Assay methodology of the invention allows for: (1) determining if a 
sample contains a conformation of a protein which is associated with 
disease and the concentration and amount of such if present; (2) 
determining the amount of protease resistant disease related protein in 
a sample and by subtracting that amount from the total amoiint of disease 
related protein present determining the amount of protease sensitive 
disease protein in the sample; and (3) determining the strain and 
incubation time of a disease related protein by (i) relating the 
relative amounts of protease resistant and protease sensitive protein to 
known strains to thereby determine the strain; and (ii) plotting the 
concentration of protease sensitive protein on a graph of incxibation 
time versus concentration of protease sensitive protein for known 
strains to predict the incubation time of an unknown strain of 
pathogenic protein in a sample. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP.sup.SC is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) are 
described. In one aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of prion proteins and use of the antibodies in 

xmnninoassays to detect PrP-Sc, in fixed or unfixed tissue, as an 
indication of the presence of TSE infection. In another 
aspect, the invention is directed to a monoclonal antibody 
cocktail having the monoclonal antibody in combination with a 
second monoclonal antibody which specifically binds to a 
second conserved epitope of prion proteins. One or both 
monoclonal antibodies of the cocktail can recognize epitopes 
found in all mammalian species in which a natural TSE has been 
reported and in a number of closely related species. Thus, the antibody 
cocktail provides high sensitivity, defined specificity, and broad 
reactivity to PrP proteins in spite of interspecies and intraspecies 
variation of species such as ruminant livestock, cats, mink, humans, and 
non-human primates . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which makes it possible to determine the 
presence of a diseased related conformation of a protein (e.g., 
PrP. sup. Sc or the p-sheet form of pA4) in a sample. A sample 
is divided into two portions and the first portion is cross-linked to a 
first solid support and then contacted with a labeled antibody 
which binds to a non-disease form of the protein with a higher degree of 
affinity (e.g., 4 to 30 fold higher) than to the disease form of the 
protein. The second portion is treated in a manner which causes aiiy 
disease form of the protein to change conformation to a form with a 
higher binding affinity for the labeled antibody. The treated 
second portion is then bound to a second solid support and contacted 
with labeled antibody. The level of labeled antibody 

binding to a protein in the first and second portions is determined and 
the amounts measured in each are compared. The difference between the 
two measurements is an indication of whether the disease related 
conformation of the protein was present in the sample. The method can 
also determine the concentration of the disease related conformation and 
the particular strain present. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB An assay method is disclosed which isolates and detects the presence of 

a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP.sup.Sc is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) , including 
preclinical detection of infected live animals, and postmortem detection 
methods, are described. In one aspect, the invention is directed to a 
non-invasive diagnostic assay using third eyelid-associated lymphoid 
tissue. In another aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of PrP-Sc protein in fixed or frozen treated tissue. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides prion protein standards for use as 

reference materials for prion detection. The standard may be 
species specific, i.e. the standard is comprised of a preparation for 
detection of a single strain prion or it may be prepared to 
allow detection of multiple prion strains simultaneously. The 
invention also provides methods of preparing the prion protein 
standards using a group of non-human host mammals which have their 
genome manipulated with respect to genetic material related to a PrP 
gene such that the mammals are susceptible to infection with a 
prion which generally only infects an animal which is 
genetically diverse from the host. 

Lll ANSWER 22 OF 22 USPATFULL on STN 

AN 1999:43389 USPATFULL 

TI Assay for disease related conformation of a protein 
IN Prusiner, Stanley B., San Francisco, CA, United States 

Safar, Jiri G., Concord, CA, United States 
PA The Regents of the University of California, Oakland, CA, United States 

(U.S. corporation) 
PI US 5891641 19990406 

AI US 1997-804536 19970221 (8) 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Woodward, Michael P.; Assistant Examiner: Zeman, Mary 
K. 

LREP Bozicevic, KarlBozicevic & Reed LLP 
CLMN Number of Claims: 20 
ECL Exemplary Claim: 1 

DRWN 11 Drawing Figure (s); 6 Drawing Page(s) 
LN.CNT 1990 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which makes it possible to determine the 
presence of a diseased related conformation of a protein (e.g., 
PrP. sup. Sc) in a sample. A sample is divided into two portions and the 
first portion is cross-linked to a first solid support and then 
contacted with a labelled' antibody which binds to a 

non-disease form of the protein with a higher degree of affinity (e.g, 4 
to 30 fold higher) than to the disease form of the protein. The second 
portion is treated in a manner which causes any disease form of the 
protein to change conformation to a form with a higher binding affinity 
for the labelled antibody. The treated second portion is then 
bound to a second solid support and contacted with labelled 
antibody. The level of labelled antibody binding to a protein 
in the first and second portions is determined and the amounts measured 
in each are compared. The difference between the two measurements is an 


indication of whether the diseased related conformation of the protein 
was present in the sample. 
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TI Comparative molecular analysis of the abnormal prion protein in 

field scrapie cases and experimental bovine spongiform encephalopathy in 

sheep by use of western blotting and 

immunohistochemical methods 
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AB Since the appearance of bovine spongiform encephalopathy (BSE) in cattle 
and its linkage with the human variant of Creutzfeldt- Jakob disease, the 
possible spread of this agent to sheep flocks has been of concern as a 
potential new source of contamination. Mol . anal, of the protease 
cleavage of the abnormal prion protein (PrP) , by Western 
blotting (PrPres) or by immunohistochem. methods (PrPd) , has shown 
some potential to distinguish BSE and scrapie in sheep. Using a newly 
developed ELISA, the authors identified 18 infected sheep in which PrPres 
showed an increased sensitivity to proteinase K 
digestion. When analyzed by Western blotting, two of 
them showed a low mol . mass of unglycosylated PrPres as found in 
BSE- infected sheep, in contrast to other naturally infected sheep. A 
decrease of the labeling by P4 monoclonal antibody, 

which recognizes an epitope close to the protease cleavage site, was also 
found by Western blotting in the former two samples, 

but this was less marked than in BSE- infected sheep. These two samples, 
and all of the other natural scrapie cases studied, were clearly 
distinguishable from those from sheep inoculated with the BSE agent from 
either French or British cattle by immunohistochem. anal, of PrPd 
labeling in the brain and lymphoid tissues. Final 

characterization of the strain involved in these samples will require 
anal, of the features of the disease following infection of mice, but the 
authors' data already emphasize the need to use the different available 
methods to define the mol. properties of abnormal PrP and its possible 
similarities with the BSE agent. 
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TI Preparation of avian antibodies to mammalian prions, 
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AB The invention concerns chicken antibodies, preferably monoclonal 
vitelline antibodies against mammalian prions or their fragments 
in physiol. and pathogenic stage, as well as against their relevant 
peptide sequences; further the invention concerns an ELISA test and test 
kit. Chicken are immunized with one of three peptides or their 
combination; monoclonal antibodies are isolated from egg yolk or 
blood. Lymphocytes can be immortalized by fusion with B-cells; 
monoclonal antibodies are then produced in hybridoma cell 
cultures. A test kit contains the avian monoclonal antibodies, 
buffers for homogenization, cytolysis reagent, proteinase 
K for prion protein digestion, digestion buffer, 
enzyme- labeled ant i -chicken secondary antibodies, color 
reagent, stop reagent and sample buffer. The test kit can be used in 
conjunction with Western blot and immunochromatog . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides proteins from Neisseria meningitidis (strains A & 
B) and from Neisseria gonorrhoeae, including amino acid sequences, the 
corresponding nucleotide sequences, expression data, and serological 
data. The proteins are useful antigens for vaccines, immunogenic 
compositions, and/or diagnostics. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB This invention relates to the field of cellular and whole organism 
engineering. Specifically, this invention relates to a cellular 
transformation, directed evolution, and screening method for creating 
novel transgenic organisms having desirable properties. Thus in one 
aspect, this invention relates to a method of generating a transgenic 
organism, such as a microbe or a plant, having a plurality of traits 
that are dif f enentially activatable. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Peptide reagents that interact preferentially with the PrP.sup.sc form 
of the prion protein are described. Methods of using the 
reagents or antibodies to the reagents for detection, diagnosis, 
purification, therapy and prophylaxis for prions and • 
prion-associated diseases, are also described. 

LIO ANSWER 6 OF 111 USPATFULL on STN 
AN 2005:133947 USPATFULL 

TI Induction of apoptic or cytotoxic gene expression by adenoviral mediated 

gene codelivery 
IN McDonnell, Timothy J., Houston, TX, UNITED STATES 

Swisher, Stephen G., Fresno, TX, UNITED STATES 

Fang, Bingliang, Houston, TX, UNITED STATES 

Bruckheimer, Elizabeth M., Houston, TX, UNITED STATES 

Sarkiss, Mona G., Houston, TX, UNITED STATES 

Ji, Lin, SugarLand, TX, UNITED STATES 

Roth, Jack A., Houston, TX, UNITED STATES 
PA Board of Regents, The University of Texas System, Austin, TX, UNITED 

STATES (U.S. corporation) 
PI US 6899870 Bl 20050531 

AI US 1999-266465 19990311 (9) 

PRAI US 1998-77541P 19980311 (60) 
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CLMN Number of Claims: 49 
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DRWN 19 Drawing Figure (s); 16 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB The present invention generally relates to viral vectors and their use 

as expression vectors for transforming human cells, both in vitro and in 
vivo. More particularly, the present invention relates to adenoviral 
vectors containing propapoptotic genes and their use in cancer therapy. 
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TI Albumin fusion proteins 

IN Rosen, Craig A., Laytonsville, MD, UNITED STATES 

Haseltine, William A. , Washington, DC, UNITED STATES 
PA Human Genome Sciences, Inc. (U.S. corporation) 
PI US 2005100991 Al 20050512 

AI US 2004-932104 Al 20040902 (10) 

RLI Division of Ser. No. US 2001-833118, filed on 12 Apr 2001, PENDING 

DT Utility 
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AVENUE, NW, WASHINGTON, DC, 20001-4413, US 
CLMN Number of Claims: 33 
ECL Exemplary Claim: 1 
DRWN 20 Drawing Page(s) 
LN.CNT 15444 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the* albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Full-length human cDNAs encoding potentially secreted proteins 
IN Dumas Milne Edwards, Jean-Baptiste, Paris, FRANCE 

Bougueleret, Lydie, Petit Lancy, SWITZERLAND 

Jobert, Severin, Paris, FR?VNCE 
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142950, GAINESVILLE, FL, 32614-2950, US 
CLMN Number of Claims: 16 
ECL Exemplary Claim: 1 
DRWN 5 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
prpduction of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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TI Rapid method of determining clearance of prion protein 

IN Cai, Kang, Chapel Hill, NC, UNITED STATES 
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30357-0037, US 
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ECL Exemplary Claim: 1 


DRWN 7 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a rapid, sensitive imniiinoassay capable 

of detecting and quantitating pathogenic protein to a level of 3 to 5 
logs. The preferred inununoassay utilized is a chemi luminescent 
endpoint for a Western blot immunoassay. 

The invention has been successfully applied to track the clearance of 
pathogenic protein during production of proteins derived from plasma. It 
is particularly applicable and has been confirmed by bioassay to relate 
TSE infectivity to quantitative results on prion 
protein. 
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TI Methods for using chemokine teck 

IN Wang, Wei, Palo Alto, CA, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel chemokines from mammals, reagents related thereto including 

purified proteins, specific antibodies, and nucleic acids encoding said 
chemokines. Chemokine receptors are also provided. Methods of using said 
reagents and diagnostic kits are also provided. 
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TI Denaturat stable and/or protease resistant, chaperone-like oligomeric 

proteins, polynucleotides encoding same and their uses 
IN Wang, Wangxia, Rehovot, ISRAEL 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel denaturant -stable, protease resistant, homo -oligomeric proteins, 
also referred to herein as stable proteins (SPs) , having chaperone-like 
activity; methods of production and purification of SPs; nucleic acids 


encoding SPs; methods of isolating nucleic acids encoding SPs; 
antibodies recognizing SPs; the use of SPs for stabilizing, refolding, 
repairing, preventing aggregation and de-aggregating macromolecules such 
as proteins; fusion proteins including SPs; nucleic acid constructs 
encoding the fusion proteins; and their uses in a variety of methods and 
applications . 
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TI Antagonistic anti-htnf sf 13b human antibodies 

IN Gelfanova, Valentina Pavlovna, Indianapolis, IN, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Human monoclonal antibodies that specifically bind to TNFSF13b 

polypeptides are disclosed. These antibodies have high affinity for 
hTNFSF13b (e.g., K. s\ab.D=10 . sup. -8 M or less), a slow off rate for 
TNFSF13b dissociation (e.g., K. sub. of f =10 . sup. -3 sec. sub. -1 or less) and 
neutralize TNFSF13b activity in vitro and in vivo. The antibodies of the 
invention are useful in one embodiment for inhibiting TNFSF13b activity 
in a human subject suffering from a disorder in which hTNFSF13b activity 
is detrimental. Nucleic acids encoding the antibodies of the present 
invention, as well as, vectors and host cells for expressing them are 
also encompassed by the invention. 
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TI Proteome epitope tags and methods of use thereof in protein modification 
analysis 

IN Lee, Frank D., Chestnut Hill, MA, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are methods for reliably detecting the presence of proteins, 
including proteins with various post-translational modifications 
(phosphorylation, glycosylation, methylation, acetylation, etc.) in a 
sample by the use of one or more capture agents that recognize and 
interact with recognition sequences uniquely characteristic of a protein 
or a set of proteins (Proteome Epitope Tags, or PETs) in the sample. 
Arrays comprising these capture agents or PETs are also provided. 
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TI Intraf lagellar transport 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB 

The invention relates to various intraf lagellar transport (IFT) 


polypeptides and the nucleic acids that encode them. The new IFT 


particle polypeptides and nucleic acids can be used in a variety of 


diagnostic, screening, and therapeutic methods . 
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Albumin fusion proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB 

The present invention encompasses albumin fusion proteins. Nucleic acid 


molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the' 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Models of prion disease 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel PrP protein, and nucleic acids 

encoding this protein, where the PrP protein is characterized in vivo by 
1) incomplete glycosylation relative to glycosylation of wild-type 
PrP. sup. C and 2) proper cellular localization, i.e. an ability to be 
transported to the cell surface. This novel, under-glycosylated PrP, 
unlike its normal cellular counterpart, can easily be converted into a 
protease-resistant isoform by incubation with infectious prions 
. The invention further provides systems for the study of prion 
disorders and methods of using these systems, e.g. the study of the 
mechanical processes in progression of prion-mediated disease 
or the identification of new therapeutic agents for treatment of 
prion-mediated disorders. In such systems, protease-resistant 
under-glycosqvated PrP is generated de novo and can be detected by 
standard immunoblot techniques. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods for the detection of prion 

diseases, such as scrapie of sheep, bovine spongiform encephalopathy of 
cattle, Creutzfeld-Jacob disease of man, whereby aberrant proteins or 
prion proteins are detected in tissues which can be sampled from 
live animals. 
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TI Diagnosis and management of infection caused by chlamydia 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a unique approach for the diagnosis and 
management of infections by Chlamydia species, particularly C. 
pneumoniae. The invention is based, in part, upon the discovery that a 
combination of agents directed toward the various stages of the 
chlamydial life cycle is effective in substantially reducing infection. 
Products comprising combination of ant i chlamydial agents, novel 
compositions and pharmaceutical packs are also described. 
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TI Albumin fusion proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Alpha -hemoglobin stabilizing protein transgenic mouse and methods of use 
thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A transgenic non-human animal with alterations in the Alpha Hemoglobin 


stabilizing Protein (AHSP) gene is prepared by introduction of a gene 
encoding an altered Alpha Hemoglobin Stabilizing Protein (AHSP) protein 
into a host non-human animal. Methods for using transgenic mice so 
generated to screen for agents that effect Alpha Hemoglobin Stabilizing 
Protein (AHSP) 's hemoglobin binding activity are also provided. 
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TI Prion protein binding materials and methods of use 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Prion protein binding materials and methods for using the 

binding materials to detect or remove a prion protein from a 
sample, such as a biological fluid or an environmental sample. The 
binding materials are capable of binding to one or more forms of 
prion protein including cellular prion protein (PrPc) , 
infectious prion protein (PrPsc) , recombinant prion 
protein (PrPr) , and proteinase resistant prion protein 
(PrPres) . Prions from various species, including humans and 
hamsters, are bound by the binding materials. 
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12390 EL CAMINO REAL, SAN DIEGO, CA, 92130-2081 


CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules containing polymorphisms in genes 

involved in neurodegenerative diseases are provided. Probes, primers, 
kits and methods for detection of polymorphisms in genes involved in 
neurodegenerative disease are provided. Methods based on detecting such 
polymorphisms for prognosticating, determining the occurrence, profiling 
drug response and drug discovery are also provided- Methods of screening 
for agents that modulate expression and/or activity of genes involved in 
neurodegenerative diseases, and of screening for agents that modulate a 
biological event characteristic of a neurodegenerative disease are 
further provided. 

LIO ANSWER 23 OF 111 USPATFULL on STN 
AN 2005:534 USPATFULL 

TI Diagnosis and management of infection caused by Chlamydia 
IN Mitchell, William M., Nashville, TN, United States 

Stratton, Charles W., Nashville, TN, United States 
PA Vanderbilt University, Nashville, TN, United States (U.S. corporation) 
PI US 6838552 Bl 20050104 

AI US 2000-709201 20001108 (9) 

RLI Continuation of Ser. No. US 1998-25521, filed on 18 Feb 1998, now 

abandoned Continuation-in-part of Ser. No. US 1997-911593, filed on 14 
Aug 1997, now abandoned 

DT Utility 

FS GRANTED 

EXNAM Primary Examiner: Duffy, Patricia A.; Assistant Examiner: Hines, Ja-Na 

LREP Clark & Elbing LLP 
CLMN Number of Claims: 5 
ECL Exemplary Claim: 1 

DRWN 6 Drawing Figure (s); 4 Drawing Page(s) 
LN.CNT 2918 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a unique approach for the diagnosis and 
management of infections by Chlamydia species, particularly C. 
pneumoniae. The invention is based, in part, upon the discovery that a 
combination of agents directed toward the various stages of the 
chlamydial life cycle is effective in substantially reducing infection. 
Products comprising combination of antichlamydial agents, novel 
compositions and phannaceutical packs are also described. 
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TI Method 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a method for the detection of prions 

in a sample comprising the steps of contacting one or more test animals 
with the sample; incubating the test animals; monitoring the test 
animals for adverse effects or death; and optionally performing a biopsy 
on the test animals that display adverse effects or death for evidence 
of prions; wherein the test animals have prion 
incubation times of 196 days or less. 
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TI Prion protein ligands and methods of use 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Ligands that bind to prion proteins and methods for using the 
ligands for detecting or removing a prion protein from a 
sample, such as a biological fluid or an environmental sample. The 
ligands are capable of binding to one or more forms of prion 
protein including cellular prion protein (PrPc) , infectious 
prion protein (PrPsc) , and recombinant prion protein 
(PrPr) . Prions from various species, including humans and 
hamsters, are bound by the ligands. Also provided is a method of 
treating or retarding the development of a prion-associated- 
pathology in a subject 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a novel BAIT protein which is a member 


of serpin superfamily which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had seizures 
or epilepsy. 
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quantification and/or sequencing 
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CAS INDEXING IS AVAILABLE FOR. THIS PATENT. 

AB The present invention concerns methods, compositions and apparatus for 
detecting. Identifying, quantifying and/or sequencing target 
biomolecules, such as nucleic acids or proteins. Where the target 
biomolecule is not a nucleic acid, the target or a ligand that binds to 
the target may be tagged with an oligonucleotide or nucleic acid. The 
presence of target molecules in samples may be detected by a variety of 
enzymatic processes that generate a detectable product, such as 
pyrophosphate (PPi) or ATP. In preferred embodiments of the invention, 
the product is detected by a bioluminescence regenerative cycle (BRC) , 
utilizing lucif erase mediated bioluminescence. In other preferred 
embodiments, thermostable enzymes may be used in either 
isothermal or cyclic thermal reactions, such as terminal transferase 
activity or nucleic acid polymerization, to generate PPi. Apparatus and 
compositions for biomolecule analysis are also disclosed. Methods for 
analysis of generated data are also disclosed herein. 
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TI Proteome epitope tags and methods of use thereof in protein modification 
analysis 
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Disclosed are methods for reliably detecting the presence of proteins, 
especially proteins with various post-translational modifications 
(phosphorylation, glycosylat ion, methylation, acetylation, etc.) in a 
sample by the use of one or more capture agents that recognize and 
interact with recognition. sequences uniquely characteristic of a set of 
proteins (Proteome Epitope Tags, or PETs) in the sample. Arrays 
comprising these capture agents or PETs are also provided. 

ANSWER 2 9 OF 111 USPATFULL on STN 
2004:2332 96 USPATFULL 

Antibodies For discrimination of prions 
Zheng, Jian, Raritan, NJ, UNITED STATES 
Alexander, Steve Stanley, Flemington, NJ, 


UNITED STATES 


US 2004180367 
US 2003-740025 
US 2002-434627P 
US 2003-446217P 
Utility 
APPLICATION 

PHILIP S, JOHNSON, JOHNSON 
BRUNSWICK, NJ, 08933-7003 
Number of Claims: 9 
Exemplary Claim: 1 
10 Drawing Page(s) 
1247 


Al 20040916 
Al 20031218 (10) 
20021219 (60) 
20030210 (60) 


& JOHNSON, ONE JOHNSON & JOHNSON PLAZA, NEW 


CLMN 

ECL 
DRWN 
LN.CNT 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In the present invention, we described the use of anti-DNA antibody for 
the detection of prions and diagnosis of Transmissible 
Spongiform Encephalopathies (TSE) diseases in animals and 
humans . 
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TI ALBUMIN FUSION PROTEINS 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 


albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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infrared spectroscopy 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for diagnosing TSE- induced pathologic changes in 

tissues including the steps of: (a) directing. infrared radiation to a 

tissue sample with pathologic changes caused by TSE, recording 

its spectral characteristics after irradiation and (b) comparing and 

classifying the infrared spectra thus obtained with a reference database 

containing infrared spectra of TSE- infected tissues and 

non-infected tissues. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel chemokines from mammals, reagents related thereto including 

purified proteins, specific antibodies, and nucleic acids encoding said 
chemokines. Chemokine receptors are also provided. Methods of using said 
reagents and diagnostic kits are also provided. 
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TI Method of preparing cow brain homogenate 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The \jnfolded PrP.sup.Sc is contacted with a binding partner 
. and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to methods for determining the presence of 
prions in a tissue/organ or fluid therefrom; said method 
comprising the steps of: contacting the tissue/organ with one or more 
devices, wherein said devices are capable of binding prions; 
removing said devices from contact with said tissue/organ; determining 
if said devices are binding prions wherein the device is 
contacted with the tissue/organ for 120 minutes. 
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TI Method for detecting tse-induced modifications in the human 
and animal body 
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AB The invention relates to a method for detecting transmissible 
transmissible spongiform encephalopathies (TSE) in the human 
and animal body, wherein body fluid is taken in vivo from the individual 
to be examined and exposed to infrared radiation. At least one 
characteristic spectral pattern is selected from the current infrared 
spectrum. Said TSE-specific spectral areas are compared to 
characteristic spectral patterns of infrared spectrums which are stored 
in a reference data bank and which are produced from body fluids of 
individuals known to be infected or not infected by TSE. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides human nucleic acid-associated proteins (NAAP) and 

polynucleotides which identify and encode NAAP. The invention also 
provides expression vectors, host cells, antibodies, agonists, and 


antagonists. The invention also provides methods for diagnosing, 
treating, or preventing disorders associated with aberrant expression of 
NAAP. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A transmissible spongiform encephalopathy (TSE) agent is 
inactivated by exposing the TSE agent to a thermostable 
proteolytic enzyme at elevated temperature and at acid or 
alkaline pH. Following this step, or separately, presence of TSE 
infectivity is detected by detection of dimers of prion 
protein. 
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starting genome, combining mutations, and optionally repeating 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An invention comprising cellular transformation, directed evolution, and 
screening methods for creating novel transgenic organisms having 
desirable properties. Thus in one aspect, this invention relates to a 
method of generating a transgenic organism, such as a microbe or a 
plant, having a plurality of traits that are differentially activatable. 
Also, a method of retooling genes and gene pathways by the introduction 
of regulatory sequences, such as promoters, that are operable in an 
intended host, thus conferring operability to a novel gene pathway when 
it is introduced into an intended host. For example a novel man-made 
gene pathway, generated based on microbial ly-derived progenitor 
templates, that is operable in a plant cell. Furthermore, a method of 
generating novel host organisms having increased expression of desirable 
traits, recombinant genes-, and gene products. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB This invention relates to the field of prion diseases. A 

method is provided to reduce false positive outcomes in a test by 
monitoring the activity of a proteolytic enzyme in a test 
sample comprising providing the test sample with a substrate and 
contacting the enzyme with said substrate to allow conversion 
of the substrate by the enzyme into a detectable product and 
detecting said product. Use of a method according to the invention can 
improve the reliability of prion tests. 
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LN.CNT 23608 
CAS INDEXING 
AB 


IS AVAILABLE FOR THIS PATENT,. 
The present invention provides novel isolated polynucleotides and small 
molecule target polypeptides encoded by the polynucleotides. Antibodies 
that immunospecif ically bind to a novel small molecule target 
polypeptide or any derivative, variant, mutant or fragment of that 
polypeptide, polynucleotide or antibody are disclosed, as are methods in 
which the small molecule target polypeptide, polynucleotide and antibody 
are utilized in the detection and treatment of a broad range of 
pathological states. More specifically, the present invention discloses 
methods of using recombinantly expressed and/or endogenously expressed 
proteins in various screening procedures for the purpose of identifying 
therapeutic antibodies and therapeutic small molecules associated with 
diseases. The invention further discloses therapeutic, diagnostic and 
research methods for diagnosis, treatment, and prevention of disorders 
involving any one of these novel human nucleic acids and proteins. 
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DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies that immunospecif ically bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the novel polypeptide, polynucleotide, or antibody specific to the 
polypeptide. Vectors, host cells, antibodies and recombinant methods for 
producing the polypeptides and polynucleotides, as well as methods for 
using same are also included. The invention further discloses 
therapeutic, diagnostic and research methods for diagnosis, treatment, 
and prevention of disorders involving any one of these novel human 
nucleic acids and proteins. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are methods for reliably detecting the presence of proteins in 
a sample by the use of capture agents that recognize and interact with 
recognition sequences uniquely characteristic of a set of proteins in 
the sample. Arrays comprising these capture agents are also provided. 
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TI Detection of heteroduplex polynucleotides using mutant nucleic acid 

repair enzymes with attenuated catalytic activity 
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DRWN 2 Drawing Page(s) 
LN.CNT 10442 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for detecting, localizing and removing abnormal base-pairing in 
a nucleic acid duplex are provided. These methods can be used for 
prognosis and diagnosis of diseases, disorders, pathogenic infections 
and nucleic acid polymorphisms. Combinations, kits and articles of 
manufacture for use in these methods are also provided. 
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TI Albumin fusion proteins 
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DRWN 18 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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disease and other neurodegenerative diseases 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Probes, primers and kits for detection of polymorphisms in genes 

involved in neurodegenerative disease are provided. Methods based on 
detecting such polymorphisms for prognosticating, determining the 
occurrence, profiling drug response and drug discovery are also 
provided . 
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TI Novel polynucleotides encoding the human citron kinase polypeptide, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention describes a novel human protein kinase related to 
citron kinase, and its encoding polynucleotide. Also described are 
expression vectors, host cells, antisense molecules, and antibodies 
associated with the protein kinase polynucleotide and/or polypeptide of 
this invention. In addition, methods for treating, diagnosing, 
preventing, and screening for disorders or diseases associated with 
abnormal biological activity of the protein kinase are described, as are 
methods for screening for modulators, e.g., agonists or antagonists, of 
the protein kinase activity and/or function. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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ECL Exemplary Claim: 1 
DRWN 38 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A transgenic non-human animal expressing heparanase from a transgene, 
methods for its preparation, compositions-of -matter derived therefrom 
and uses thereof . 
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TI Motif -grafted hybrid polypeptides and uses thereof 
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DRWN 4 Drawing Page(s) 
LN.CNT 4132 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided herein are hybrid polypeptides that specifically bind to a 
disease-associated isoform of a polypeptide involved in diseases of 
protein aggregation. The hybrid polypeptides can be used for diagnosis 
and treatment of such diseases. In a particular embodiment, a hybrid 
protein that specifically binds to the infectious form of a 
prion (PrP.sup.Sc) is provided. 
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TI Methods for identifying functionally related genes and drug targets 
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DRWN 16 Drawing Page(s) 
LN.CNT 2384 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The identification and evaluation of mRNA and protein targets associated 
with mRNP complexes and implicated in the expression of proteins 
involved in common physiological pathways is described. Effective 
targets are useful for treating a disease, condition or disorder 
associated with the physiological pathway. 
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TI Polynucleotide encoding a novel methionine aminopeptidase, protease-39 
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DRWN 16 Drawing Page(s) 
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•CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding 

Protease-39 polypeptides, fragments and homologues thereof. Also 
provided are. vectors, host cells, antibodies, and recombinant and 
synthetic methods for producing said polypeptides. The invention further 
relates to diagnostic and therapeutic methods for applying these novel 
Protease-39 polypeptides to the diagnosis, treatment, and/or prevention 
of various diseases and/or disorders related to these polypeptides. The 
invention further relates to screening methods for identifying agonists 
and antagonists of the polynucleotides and polypeptides of the present 
invention. 
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TI Albumin fusion proteins 
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DRWN 18 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and . 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preyenting, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Fragments of prion proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Synthetic polypeptides having at least' one antigenic site of a prior 
protein, methods for their use and manufacture, antibodies raised 
against such polypeptides and diagnostic kits containing these 
polypeptides or antibodies. 
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TI Pyridylpyrimidine derivatives as effective compounds against 

prion diseases 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to pyridylpyrimidine derivatives of the 
general formula (I) : ##STR1## 

wherein R represents hydrogen or methyl and Z represents nitrogen 

containing functional groups, the use of the pyridylpyrimidine 

derivatives as pharmaceutically active agents, especially for the 

prophylaxis and/or treatment of prion infections and 

prion diseases, as well as compositions containing at least one 

pyridylpyrimidine derivative and/or pharmaceutically acceptable salt 

thereof. Furthermore, the present invention is directed to methods for 

preventing and/or treating prion infections and prion 

diseases using said pyridylpyrimidine derivatives. Human cellular 

protein kinases, phosphatases and cellular signal transduction molecules 

are disclosed as targets for detecting, preventing and/or treating 

prion infections and diseases, especially BSE, vCJD, or CJD 

which can be inhibited by the inventive pyridylpyrimidine derivatives. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 

molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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TI Novel RGS9 protein binding interactions and methods of use thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel protein binding interactions, 

comprising a regulator of G-protein signalling protein (RGS) and a non 
G-protein binding partner. More particularly, the invention relates to a 
novel interaction between RGS9 and evectin polypeptides, the use of such 
polypeptides, as well as the production of such polypeptides. The 
invention relates also to identifying compounds which may be agonists, 
antagonists and/or inhibitors of RGS9 and/or evectin polypeptides, and 
therefore potentially useful in therapy. In particular embodiments, the 
RGS9 and evectin polypeptides produced are used in methods for assaying 
the effects of test compounds on the activity of RGS9-evectin dimers, 
methods for assaying the effects of test compounds on the activity of 
RGS9-evectin dimers comprised in transgenic animals encoding RGS9 and 
evectin, methods for diagnosis and treatment of diseases related to the 
activity of RGS9-evectin dimers and methods for modulating G-protein 
activity. 
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TI Biological materials and methods useful in the diagnosis and treatment 
of diseases 

IN Collinge, John, London, UNITED KINGDOM 

Clarke, Anthony R. , London, UNITED KINGDOM 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 

The present invention relates to a method of 

making 

a p-form of 


prion protein which preferably has more p-sheet than 

a-helix structure and is soluble in the absence of a denaturant 

and/or is non-aggregated and exhibits partial resistance to digestion 

with proteinase K. The invention also relates to use 

of the p-form in medicine, especially for raising antibodies useful 

in the treatment and/or diagnosis of prion diseases. The 

invention also relates to methods of screening for compounds which are 

capable of inhibiting and/or reversing the conversion of the native 

a- form of a prion protein to a p-form, and to uses 

of identified compounds in medicine. 
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TI Methods and compositions for diagnosing and treating rheumatoid 
arthritis 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and compositions for diagnostic assays 

for detecting R.A. and therapeutic methods and compositions for treating 
R.A. The invention also provides methods for designing, identifying, and 
optimizing therapeutics for R.A. Diagnostic compositions of the 
invention include compositions comprising detection agents for detecting 
one or more genes that have been shown to be up- or down-regulated in 
cells of R.A. relative to normal counterpart cells. Exemplary detection 
agents include nucleic acid probes, which can be in solution or attached 
to a solid surfaice, e.g., in the form of a microarray. The invention 
also provides computer -readable media comprising values of levels of 
expression of one or more genes that are up- or down -regulated in R.A. 
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TI Full-length human cDNAs encoding potentially secreted proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders., 
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TI Genes encoding G-protein coupled receptors and methods of use therefor 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to the fields of neuroscience, 
bioinformatics and molecular biology. More particularly, the invention 
relates to newly identified polynucleotides that encode G-protein 
coupled receptors (GPCRs) , the use of such polynucleotides and 
polypeptides, as well as the production of such polynucleotides and 
polypeptides. The invention relates also to identifying compounds which 
may be agonists, antagonists and/or inhibitors of GPCRs, and therefore 
potentially useful in therapy. 
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TI Antibodies specific for ungulate PrP. 

IN Prusiner, Stanley B., San Francisco, CA, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides' antibodies that specifically bind with a 
high degree of binding affinity to a native ungulate PrP. sup. C and/or a 
denatured ungulate PrP. sup. Sc, but not to a native ungulate PrP. sup. Sc. 
Preferred antibodies find native bovine PrP. sup. C and treated PrP. sup. Sc 


but not native bovine PrP.sup.Sc and can be used in an assay to 
determine if a sample is infected with infectious prions, i.e. 

PrP.sup.Sc. 
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TI Method for detecting pathogenic prion proteins by means of 

mass spectroscopy 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for detecting one or more pathogenic prion proteins 

in a sample, which can be of a body fluid of human or animal origin, and 

which contains a PrP protein that assumes a natural, nonpathogenic 

conformation, PrP. sup. C, and a pathogenic conformation, termed 

PrP.sup.Sc, is described. The method can comprise: providing a sample 

suspected of containing the pathogenic form of at least one 

prion protein; exposing the sample to a chemical agent under 

conditions where the chemical agent and the prion protein or 

proteins react to form at least one covalent bond involving the 

prion protein or proteins; and mass-spectroscopically analyzing 

the resulting prion protein or proteins to detect the presence 

of the pathogenic form of the prion protein or proteins; 

wherein at least one additional peak is observed in the mass spectrum 

when the pathogenic form of a prion protein is present . 
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TI Albumin fusion proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention encompasses albumin fusion proteins. Nucleic acid 
molecules encoding the albumin fusion proteins of the invention are also 
encompassed by the invention, as are vectors containing these nucleic 
acids, host cells transformed with these nucleic acids vectors, and 
methods of making the albumin fusion proteins of the invention and using 
these nucleic acids, vectors, and/or host cells. Additionally the 
present invention encompasses pharmaceutical compositions comprising 
albumin fusion proteins and methods of treating, preventing, or 
ameliorating diseases, disordrs or conditions using albumin fusion 
proteins of the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention features methods and compositions for inhibiting 

amyloidogenic protein toxicity, inhibiting formation of an amyloidogenic 
protein deposit and/or treating amyloidogenic diseases by administering 
a pharmaceutical ly effective amount of one or more agents that bind an 
integrin or an integrin submit . 
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TI Small and intermediate conductance, calcium-activated potassium channels 

and uses thereof ' 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, 

calciumactivated potassium channel proteins. More specifically the 
invention relates to compositions and methods ror making and detecting 
calciumactivated potassium channel proteins and the nucleic acids 
encoding calciumactivated potassium channel proteins. The invention also 
pro ides methods and compos itons for assaying compounds which increase 
or decrease potassium ion flux through a calciumactivated potassium 
channel 
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TI NOVEL DERMATOPHAGOIDES PROTEINS AND USES THEREOF 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to high molecular weight Derma tophago ides 
proteins, nucleic acid molecules encoding such proteins, and therapeutic 
and diagnostic reagents derived from such proteins. 
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TI Denaturat stable and/or protease resistant, chaperone-like oligomeric 

proteins, polynucleotides encoding same, their uses and methods of 

increasing a specific activity thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel denaturant- Stable, protease resistant, homo -oligomeric proteins, 

also referred to herein as stable proteins (SPs) , having chaperone-like 
activity; methods of production and purification of SPs; nucleic acids 
encoding SPs; methods of isolating nucleic acids encoding SPs; 
antibodies recognizing SPs; the use of SPs for stabilizing, refolding, 
repairing, preventing aggregation and de-aggregating macromolecules such 
as proteins; fusion proteins including SPs; nucleic acid constructs 
encoding the fusion proteins; and their uses in a variety of methods and 
applications . 
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TI Antibodies for specifically detecting pathogenic prions of 

human origin, and detection methods carried out using these antibodies 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Antibodies for specifically detecting pathogenic prions of 

human origin, and methods for detecting pathogenic prions, are 

described. In particular, a conformation-dependent immunoassay 

method for detecting pathogenic prion proteins in a sample of 

a body fluid, containing a PrP protein, which contains a first, natural, 

non-pathological conformation, i.e. PrP. sup. c, and a second, 

pathological conformation, i.e. PrP. sup. Sc, is described, in which 

method the prion proteins differ in their binding affinity for 

monoclonal antibodies which bind specifically to prion 

proteins of human origin, with the detection method comprising the 

following steps: 

a) adding one of the abovementioned monoclonal antibodies, 

which is fixed to a solid support and which exhibits a higher affinity 
for the first prion protein conformation, to the first portion 
of the sample, and determining this first concentration; 

b) treating the second portion of the sample in order to increase the 
binding affinity of the second conformation of the prion 

protein for the monoclonal antibody; 

c) adding the monoclonal antibody to the treated second 

portion of the sample to be investigated, in order to determine the 
second concentration; 

d) comparing the first prion protein concentration with the 
second prion protein concentration in order to ascertain the 
presence of the pathogenic prion protein conformation. 
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TI Small and intermediate conductance, calcium-activated potassium channels 

and uses thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, 

calcium-activated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calcium-activated potassium channel proteins and the nucleic acids 
encoding calcium-activated potassium channel proteins. The invention 
also provides methods and compositions for assaying compounds which 


increase or decrease potassium ion flux through a calcium-activated 
potassium channel. 
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IS AVAILABLE FOR THIS PATENT. 


AB This invention relates to small and intermediate conductance, 

calcium-activated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calcium-activated potassium channel proteins and the nucleic acids 
encoding calcium-activated potassium channel proteins. The invention 
also provides methods and compositions for assaying compounds which 
increase or decrease potassium ion flux through a calcium-activated 
potassium channel . 
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IS AVAILABLE FOR THIS PATENT. 


AB The present invention provides antibodies that specifically bind with a 
high degree of binding affinity to a native ungulate PrP. sup. C and/or a 
denatured ungulate PrP. sup. Sc, but not to a native ungulate PrP. sup. Sc. 
Preferred antibodies find native bovine PrP. sup. C and treated PrP. sup. Sc 
but not native bovine PrP. sup. Sc and can be used in an assay to 
determine if a sample is infected with infectious prions, i.e. 
PrP . sup . Sc . 
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TI Biological materials and methods useful in the diagnosis and treatment 
of diseases 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a method of making a p-form of a 
prion protein which preferably has more p-sheet than 
a-helix structure and is soluble in the absence of a denaturant 
and/or is non-aggregated and exhibits partial resistance to digestion 
with proteinase K. The invention also relates to use 
of the p-form in medicine, especially for raising antibodies useful 
in the treatment and/or diagnosis of prion diseases. The 
invention also relates to methods of screening for compounds which are 
capable of inhibiting and/or reversing the conversion of the native 
a- form of a prion protein to a p-form, and to uses 
of identified compounds in medicine. 
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DRWN 4 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS. PATENT. 

AB The invention relates to a method of treating or preventing 

prion infection in a subject comprising administering to said 
subject a therapeutically effective amount of an agent wherein said 
agent cleaves PrPC. 
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TI Small and intermediate conductance, calcium-activated potassium channels 

and uses thereof 
IN Adelman, John P., Portland, OR, UNITED STATES 

Maylie, James, Portland, OR, UNITED STATES 

Bond, Chris T., Portland, OR, UNITED STATES 

Silvia, Christopher P., Durham, NC, UNITED STATES 
PA Oregon Health Sciences University, Portland, OR (U.S. corporation) 
PI US 2003044910 AI 20030306 

US 6828420 B2 20041207 

AI US 2002-115671 AI 20020403 (10) 


RLI Division of Ser. No. US 1999-254590, filed on 24 May 1999, PENDING A 371 
of International Ser. No. WO 1997-US16033 , filed on 10 Sep 1997, PENDING 

PRAI US 1996-26451P 19960911 (60) 

US 1997-40052P 19970307 (60) 

US 1997-45233P 19970417 (60) 

DT Utility 

FS APPLICATION 

LREP TOWNSEND AND TOWNSEND AND CREW, LLP, TWO EMBARCADERO CENTER, EIGHTH 

FLOOR, SAN FRANCISCO, CA, 94111-3834 
CLMN Number of Claims: 50 
ECL Exemplary Claim: 1 
DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, 

calcium-acaivated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calcium-activated potassium channel proteins and the nucleic acids 
encoding calcium-activated potassium channel proteins. The invention 
also provides methods and compositons for assaying compounds which 
increase or decrease potassium ion flux through a calcium-activated 
potassium channel. 
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TI Method for detecting prion proteins in tissue samples 
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DRWN 4 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Surprisingly, the present inventors have discovered that thermal 
denaturation of prion protein facilitates its detection by 
immunological methods. Accordingly, the present invention provides 
methods for the preparation and thermal denaturation of samples for 
prion detection, comprising: homogenizing a candidate sample and 
heating said sample in a buffer, preferably one with properties that aid 
stabilization of the denatured form of the protein. The methods 
described in this disclosure can be used in the detection of PrP. sup. Sc. 
Such detection is useful for the diagnosis of transmissible spongiform 
encephalopathies. This method can be used with immunoassays of 
various formats, including, but not limited to, dot blot and 
western blot assays, which utilize polyclonal 
antibodies, monoclonal antibodies, antibody fragments, 
receptors, natural and synthetic ligands and other entities. 
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TI Small and intermediate conductance, calcium-activated potassium channels 

and uses thereof 
IN Adelman, John P., Portland, OR, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. . 

AB This invention relates to small and intermediate conductance, 

calcium-activated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calcium-activated potassium channel proteins and the nucleic acids 
encoding calcium-activated potassium channel proteins. The invention 
also provides methods and compositons for assaying compounds which 
increase or decrease potassium ion flux through a calcium-activated 
potassium channel. 
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TI Methods for detection of prion protein as an indication of 

transmissible spongiform encephalophathies 
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DRWN 0 Drawing Figure (s); 0 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) , including 
preclinical detection of infected live animals, and postmortem detection 
methods, are described. In one aspect, the invention is directed to a 
non-invasive diagnostic assay using third eyelid-associated lymphoid 
tissue. In another aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of PrP-Sc protein in fixed or frozen treated tissue. 
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TI G-protein coupled receptor and uses therefor 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is based on the identification of a G-protein 

coupled receptor (GPCR) that is expressed predominantly in the brain and 
placenta and nucleic acid molecules that encoded the GPCR, which is 
referred to herein as the hCAR protein and hCAR gene respectively (for 
human Constitutively Active Receptor) . Based on this identification, the 
present invention provides: (1) isolated hCAR protein; (2) isolated 
nucleic acid molecules that encode an hCAR protein; (3) antibodies that 
selectively bind to the hCAR protein; (4) methods of isolating allelic 
variants of the hCAR protein and gene; (5) methods of identifying cells 
and tissues that express the hCAR protein/gene; (6) methods of 
identifying agents and cellular compounds that bind to the hCAR protein; 
(7) methods of identifying agents that modulate the expression of the 
hCAR gene; and (8) methods of modulating the activity of the hCAR 
protein in a cell or organism. 
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TI Mammalian chemokine reagents 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel chemokines from mammals, reagents related thereto including 

purified proteins, specific antibodies, and nucleic acids encoding said 
chemokines. Chemokine receptors are also provided. Methods of using said 
reagents and diagnostic kits are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB A transgenic animal expressing heparanase from a transgene, methods for 
its preparation, compositions-of -matter derived therefrom and its uses. 
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TI Small and intermediate conductance, calcium-activated potassium channels 

and uses thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, 

calcium-activated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calcium-activated potassium channel proteins and the nucleic acids 
encoding calcium-activated proteins. The invention also provides methods 
for assaying compounds which increase or decrease potassium ion flux 
through a calcium-activated potassium channel. 
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TI SMALL AND INTERMEDIATE CONDUCTANCE, CALCIUM -ACTIVATED POTASSIUM CHANNELS 

AND USES THEREOF 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, 

calciumactivated potassium channel proteins. More specifically, the 
invention relates to compositions and methods for making and detecting 
calciumactivated potassium channel proteins and the nucleic acids 
encoding calciumactivated potassium channel proteins. The invention also 
provides methods and compositions for assaying compounds which increase 


or decrease potassium ion flux through a calciumactivated potassium 
channel . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a novel BAIT protein which is a member 
of serpin superfamily which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had seizures 
or epilepsy. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method is provided for the diagnosis of a transmissible spongiform 
encephalopathy (TSE) or prion disease in an animal 

which comprises assaying a sample obtained from said animal to determine 

the number of hematopoietic cells of the erythroid, megakaryocyte or 
platelet cell lineages in the sample or an expression product thereof. 
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TI Small and intermediate conductance, calcium-activated potassium channels 
and uses thereof 


IN Adelman, John P., Portland, OR, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to small and intermediate conductance, calcium 
activated potassium channel proteins. More specifically, the invention 
relates to compositions and methods for making and detecting calcium 
activated potassium channel proteins and the nucleic acids encoding 
calcium activated potassium channel proteins. The invention also 
provides methods and compositions for assaying compounds which increase 
or decrease potassium ion flux through a calcium activated potassium 
channel . 
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TI Human V2 vomeronasal receptor 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In mammals, the vomeronasal organ, which detects phermones, resides in a 
blind-ended pouch within the septum of the nose. Vomeronasal 
organ-derived signals bypass higher cognitive centers and are processed 
directly in regions of the amygdala and hypothalamus, which have been 
implicated in the regulation of innate behavior, reproductive 
physiology, and other neuroendocrine responses. Zvn2Rl encodes a human 
vomeronasal receptor. 
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TI Transgenic mice expressing human APP and TGF-p demonstrate 

cerebrovascular amyloid deposits 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention features non-human transgenic animal models for 
Alzheimer's disease (AD) and CAA, wherein the transgenic animal is 
characterized by 1) expression of bioactive transforming growth 
factor-pl (TGF-pi) or 2) both expression of bioactive 
TGF-pi and expression of a human amyloid P precursor protein 
(APP) gene product. The transgenic animals may be either homozygous or 
heterozygous for these alterations. Bigenic animals are further 
characterized by development of AD-associated and/or CAA-associated 
pathology within about two to three months of age, and at about twelve 
months of age are characterized by a reduced number of neuritic plaques 
relative to singly transgenic animals. The invention also features 
methods of screening for biologically active agents that facilitate 
reduction of p-amyloid deposits in vivo and methods for 
facilitating reduction of formation of neuritic plaques in a subject 
susceptible to AD. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to high molecular weight Dermatophagoides 
proteins, nucleic acid molecules encoding such proteins, and therapeutic 
and diagnostic reagents derived from such proteins. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


AB The invention relates to various intraf lagellar transport (I FT) 
polypeptides and the nucleic acids that encode them. The new IFT 
particle polypeptides and nucleic acids can be used in a variety of 
diagnostic, screening, and therapeutic methods. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP. sup. Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP. sup. C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP. sup. Sc) and the occurrence of binding provides and 
indication that PrP. sup. Sc is present. Alternatively the PrP. sup. Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP. sup. Sc is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP. sup. Sc in 
the sample. In another embodiment, PrP. sup. Sc and PrP. sup. C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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diagnostic and therapeutic uses thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


AB The present invention relates generally to the control of body weight of 
animals including mammals and humans, and more particularly to materials 
identified herein as modulators of weight, and to the diagnostic and 
therapeutic uses to which such modulators may be put. In its broadest 
aspect, the present invention relates to the elucidation and discovery 
of nucleotide sequences, and proteins putatively expressed by such 
nucleotides or degenerate variations thereof, that demonstrate the 
ability to participate in the control of mammalian body weight. The 
nucleotide sequences in object represent the genes corresponding to the 
murine and human ob gene, that have been postulated to play a critical 
role in the regulation of body weight and adiposity. Preliminary data, 
presented herein, suggests that the polypeptide product of the gene in 
question functions as a hormone. The present invention further provides 
nucleic acid molecules for use as molecular probes, or as primers for 
polymerase chain reaction (PGR) amplification, i.e., synthetic or 
natural oligonucleotides. In further aspects, the present invention 
provides a cloning vector, which comprises the nucleic acids of the 
invention; and a bacterial, insect, or a mammalian expression vector, 
which comprises the nucleic acid molecules of the invention, operatively 
associated with an expression control sequence. Accordingly, the 
invention further relates to a bacterial or a mammalian cell transfected 
or transformed with an appropriate expression vector, and 
correspondingly, to the use of the above mentioned constructs in the 
preparation of the modulators of the invention. Also provided are 
antibodies to the ob polypeptide. Moreover, a method for modulating body 
weight of a mammal is provided. In specific examples, genes encoding two 
isoforms of both the murine and human ob polypeptides are provided. 
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TI Full-length human cDNAs encoding potentially secreted proteins 
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The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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TI Apo-A-I regulation of T-cell signaling 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides AFTI polypeptides and nucleic acid molecules 
encoding the same. The invention also provides vectors, host cells, 
selective binding agents, and methods for producing AFTI polypeptides. 
Also provided are methods for the treatment, diagnosis, amelioration, or 
prevention of diseases with AFTI polypeptides, particularly IL-1 
mediated diseases, TNF-a mediated diseases, and diseases involving 
monocyte activation. 
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TI Fragments of prion proteins 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Synthetic polypeptides having at least one antigenic site of a 

prion protein, methods for their use and manufacture, antibodies 
raised against such polypeptides and diagnostic kits containing these 
polypeptides or antibodies. 
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TI Compositions comprising heat shock proteins or alpha (2) macroglobulin, 

antigenic molecules and saponins, and methods of use thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to pharmaceutical compositions and methods 
for the prevention and treatment of autoimmune diseases, infectious 
diseases, neurodegenerative diseases, and primary and metastatic 
neoplastic diseases. In the practice of the invention, the compositions 
are employed comprising: (a) a heat shock protein (hsp) or an 
alpha (2) macroglobulin (a2M) ; (b) a saponin; and, optionally, (c) 
an antigenic molecule. The antigenic molecule displays the antigenicity 
of an antigen of: (a) a cell that elicits an autoimmune response; (b) an 


agent of an infectious disease; (c) a cancerous cell; or (d) a cell or 
structure associated with a neurodegenerative or amyloid disease. The 
hsps that can be used in the practice of the invention include but are 
not limited to hsp70, hsp90, gp96, calreticulin, hsp 110, grp 170, and 
PDI, alone or in combination with each other. The antigenic molecule can 
be covalently or noncovalently boxind to the hsp or a2M, free in 
solution, and/or covalently bound to the saponin. The compositions of 
the invention can be administered alone or in combination with the 
administration of antigen presenting cells sensitized with an hsp- or 
a2iyi-antigenic molecule complex. 
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TI Methods and compositions for diagnosing tauopathies 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to methods and compositions for 
the diagnosis, modeling and treatment of tau-related pathologies. In 
particular, the present invention shows that mutations in the tau gene 
lead to neurofibrillary tangle formation. More specifically gene 
mutations are described that lead to alterations in ratios of tau 
isoforms are shown to lead to the formation of abnormal tau filaments. 
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TI Models of prion disease 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel PrP protein, and nucleic acids 

encoding this protein, where the PrP protein is characterized in vivo by 
1) incomplete glycosylation relative to glycosylation of wild-type 
PrP. sup. C and 2) proper cellular localization, i.e. an ability to be 
transported to the cell surface. This novel, under-glycosylated PrP, 
unlike its normal cellular counterpart, can easily be converted into a 
protease-resistant isoform by incubation with infectious prions 
. The invention further provides systems for the study of prion 
disorders and methods of using these systems, e.g. the study of the 


Cohen , Fred E . , 
US 2002001817 
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US 2001-901865 


mechanical processes in progression of prion-mediated disease 
or the identification of new therapeutic agents for treatment of 
prion-mediated disorders. In such systems, protease-resistant 
under-glycosylated PrP is generated de novo and can be detected by 
standard immunoblot techniques . 
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TI Assay for specific strains of multiple disease related conformations of 
a protein 

Prusiner, Stanley B.^.San Francisco, CA, UNITED STATES 

Safar, Jiri G., Concord, CA, UNITED STATES 

, San Francisco, CA, UNITED STATES 
Al 20020103 
B2 20030909 
Al 20010709 (9) 

Continuation of Ser. No. US 1998-151057, filed on 10 Sep 1998, PENDING 
Continuation-in-part of Ser. No. US 1998-26957, filed on 20 Feb 1998, 
ABANDONED Continuation-in-part of Ser. No. US 1997-804536, filed on 21 
Feb 1997, GRANTED, Pat. No. US 5891641 
Utility 
APPLICATION 

Karl Bozicevic, Bozicevic, Field and Francis LLP, Suite 200, 200 
Middlefield Road, Menlo Park, CA, 94025 
Number of Claims: 20 
Exemplary Claim: 1 
19 Drawing Page(s) 
LN.CNT 2676 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Assay methodology of the invention allows for: (1) determining if a 
sample contains a conformation of a protein which is associated with 
disease and the concentration and amount of such if present; (2) 
determining the amount of protease resistant disease related protein in 
a sample and by subtracting that amount from the total amount of disease 
related protein present determining the amount of protease sensitive 
disease protein in. the sample; and (3) determining the strain and 
incubation time of a disease related protein by (i) relating the 
relative amounts of protease resistant and protease sensitive protein to 
known strains to thereby determine the strain; and (ii) plotting the 
concentration of protease sensitive protein on a graph of incubation 
time versus concentration of protease sensitive protein for known 
strains to predict the incubation time of an unknown strain of 
pathogenic protein in a sample.. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A highly conseirved, immunologically accessible antigen at the surface of 
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.Neisseria meningitidis organisms. Immunotherapeutic, prophylactic and 
diagnostic compositions and methods useful in the treatment, prevention 
an diagnosis of Neisseria meningitidis diseases. A proteinase 
K resistant Neisseria meningitidis surface protein having an 
apparent molecular weight of 22 kDa, the corresponding nucleotide and 
derived amino acid sequences (SEQ ID NO: 1, NO: 3, NO: 5 and NO: 7: SEQ ID 
NO: 2, NO: 4, NO: 6, and NO: 8), recombinant DNA methods for the production 
of the Neisseria meningitidis 22 kDA surface protein, and antibodies 
that bind to the Neisseria meningitidis 22 kDA surface protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e.g., contacted with guanadine) or 
unfolded. The unfolded PrP.sup.SC is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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TI Monoclonal antibodies and antibody cocktail for detection of 
prion protein as an indication of transmissible spongiform 
enc epha lopathies 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) are 


described. In one aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of prion proteins and use of the antibodies in 

immunoassays to detect PrP-Sc, in fixed or unfixed tissue, as an 
indication of the presence of TSE infection. In another 
aspect, the invention is directed to a monoclonal antibody 
cocktail having the monoclonal antibody in combination with a 
second monoclonal antibody which specifically binds to a 
second conserved epitope of prion proteins. One or both 
monoclonal antibodies of the cocktail can recognize epitopes 
found in all mammalian species in which, a natural TSE has been 
reported and in a number of closely related species. Thus, the antibody 
cocktail provides high sensitivity, defined specificity, and broad 
reactivity to PrP proteins in spite of interspecies and intraspecies 
variation of species such as iruminant livestock, cats, mink, humans, and 
non-human primates . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which makes it possible to determine the 
presence of a diseased related conformation of a protein {e.g., 
PrP. sup. Sc or the p-sheet form of PA4) in a sample. A sample 
is divided into two portions and the first portion is cross -linked to a 
first solid support and then contacted with a labeled antibody 
which binds to a non-disease form of the protein with a higher degree of 
affinity (e.g., 4 to 30 fold higher) than to the disease form of the 
protein. The second portion is treated in a manner which causes any 
disease form of the protein to change conformation to a form with a 
higher binding affinity for the labeled antibody. The treated 
second portion is then bound to a second solid support and contacted 
with labeled antibody. The level of labeled antibody 

binding to a protein in the first and second portions is determined and 
the amounts measured in each are compared. The difference between the 
two measurements is an indication of whether the disease related 
conformation of the protein was present in the sample. The method can 
also determine the concentration of the disease related conformation and 
the particular strain present. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An assay method is disclosed which isolates and detects the presence of 
a disease related conformation of a protein (e.g., PrP.sup.Sc) present 
in a sample also containing the non-disease related conformation of the 
protein (e.g., PrP.sup.C). The sample is treated (e.g., contacted with 
protease) in a manner which hydrolyzes the disease related conformation 
and not the non-disease related conformation. The treated sample is 
contacted with a binding partner (e.g., a labeled antibody 
which binds PrP.sup.Sc) and the occurrence of binding provides and 
indication that PrP.sup.Sc is present. Alternatively the PrP.sup.Sc of 
the treated sample is denatured (e:g., contacted with guanadine) or 
unfolded. The unfolded PrP.sup.Sc is contacted with a binding partner 
and the occurrence of binding indicates the presence of PrP.sup.Sc in 
the sample. In another embodiment, PrP.sup.Sc and PrP.sup.C are reacted 
with a labeled antibody that binds both conformations and a 
conformation that binds only the disease related conformation, and the 
presence of the disease related conformation is determined by comparing 
the two. 
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TI Transgenic mouse model of alzheimer's disease and cerebral amyloid 
angiopathy 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention features non-human transgenic animal models for 
Alzheimer *s disease (AD) and CAA, wherein the transgenic animal is 
characterized by 1) overexpression of bioactive transforming growth 
factor-pi (TGF-pi) or 2) both overexpression of bioactive 
TGF-pl and expression of a human amyloid p precursor protein 
(APP) gene product. The transgenic animals may be either homozygous or 
heterozygous for these alterations. Bigenic animals are further 
characterized by development of AD-associated and/or CAA-associated 
pathology within about two to three months of age. 
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TI Antibodies for the detection of prion protein as an indication 

of transmissible spongiform encephalopathies 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods to detect prion or PrP-Sc protein as an indication of 
transmissible spongiform encephalopathies (TSEs) , including 
preclinical detection of infected live animals, and postmortem detection 
methods, are described. In one aspect, the invention is directed to a 
non- invasive diagnostic assay using third eyelid-associated lymphoid 
tissue. In another aspect, the invention is directed to 
monoclonal antibodies that specifically bind a conserved epitope 
of PrP-Sc protein in fixed or frozen treated tissue. 
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same and methods for the use of same 
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AB The present invention relates to a heterofunctional cellular 

immunological reagent comprising at least two T cell specific binding 
ligands covalently linked together, wherein one of the T cell specific 
binding ligands binds to a specific class or subclass of T cells and 
another of the T cell specific binding ligands is an antigen associated 
with disease or a causative agent of disease, or epitope thereof. The 
present invention also relates to vaccines containing the 
heterofunctional cellular immiinological reagents and methods for the use 
of the same. 
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TI Prion protein standard and method of making same 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides prion protein standards for use as 

reference materials for prion detection. The standard may be 
species specific, i.e. the standard is comprised of a preparation for 
detection of a single strain prion or it may be prepared to 
allow detection of multiple prion strains simultaneously. The 
invention also provides methods of preparing the prion protein 
standards using a group of non-human host mammals which have their 
genome manipulated with respect to genetic material related to a PrP 
gene such that the mammals are susceptible to infection with a 
prion which generally only infects an animal which is 
genetically diverse from the host. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to four novel human genes amplified and 

overexpressed in breast carcinoma and located on the qll-q21.3 region of 
chromosome 17. The four novel genes are useful in breast cancer 
prognosis. The present invention also relates to a fifth novel human 
gene expressed in breast carcinoma and located on chromosome 6q22-q23. A 
sixth novel gene is also described that is the murine homolog of the 
human D52 gene. The genes and gene fragments of the present invention 
are themselves useful as DNA and RNA probes for gene mapping by in situ 
hybridization with chromosomes and for detecting gene expression in 
human tissues (including breast and lymph node tissues) by Northern blot 
analysis . 

LIO ANSWER 109 OF 111 USPATFULL on STN 
AN 1999:43389 USPATFULL 

TI Assay for disease related conformation of a protein 
IN Prusiner, Stanley B., San Francisco, CA, United States 

Safar, Jiri G., Concord, CA, United States 
PA The Regents of the University of California, Oakland, CA, United States 

(U.S. corporation) 
PI US 5891641 19990406 

AI US 1997-804536 19970221 (8) 


DT Utility 

FS Granted 

EXNAM Primary Examiner: Woodward, Michael P. ; 
K. 

LREP Bozicevic, KarlBozicevic & Reed LLP 
GLMN Number of Claims: 20 
ECL Exemplary Claim: 1 

DRWN 11 Drawing Figure (s); 6 Drawing Page(s) 
LN.CNT 1990 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


Assistant Examiner: Zeman, Mary 


AB 


LIO 
AN 
TI 
IN 


PA 


PI 


AI 


An assay method is disclosed which makes it possible to determine the 

presence of a diseased rislated conformation of a protein (e.g., 
PrP.sup.Sc) in a sample. A sample is divided into two portions and the 
first portion is cross-linked to a first solid support and then 
contacted with a labelled antibody which binds to a 

non-disease form of the protein with a higher degree of affinity (e.g, 4 
to 30 fold higher) than to the disease form of the protein. The second 
portion is treated in a manner which causes any disease form of the 
protein to change conformation to a form with a higher binding affinity 
for the labelled antibody. The treated second portion is then 
bound to a second solid support and contacted with labelled 
antibody. The level of labelled antibody binding to a protein 
in the first and second portions is determined and the amounts measured 
in each are compared. The difference between the two measurements is an 
indication of whether the diseased related conformation of the protein 
was present in the sample. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Synthetic polypeptides having at least one antigenic site of a 
prion protein are disclosed together methods for their use and 
manufacture and antibodies raised against such polypeptides. Diagnostic- 
kits using the polypeptides and/or antibodies are also disclosed. 
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AB The present invention relates to a hetero functional cellular 

immunological reagent comprising at least two T cell specific binding 
ligands covalently linked together, wherein one of the T cell specific 
binding ligands binds to a specific class or subclass of T cells and 
another of the T cell specific binding ligands is an antigen associated 
with disease or a causative agent of disease, or epitope thereof. The 
present invention also relates to vaccines containing the 
heterofunctional cellular immunological reagents and methods for the use 
of the same. 


